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2. FURTHER ACTION 

If a demand for international preliminary examination is made, this opinion will be considered to be a written opinion of the 
International Preliminary Examining Authority ("IPEA") except that this does not apply where the applicant chooses an 
Authority other than this one to be the IPEA and the chosen IPEA has notified the International Bureau under Rule 66.lbis(b) 
that written opinions of this International Searching Authority will not be so considered, 

If this opinion is, as provided above, considered to be a written opinion of the IPEA, the applicant is invited to subrnit to the 
IPEA a written reply together, where appropriate, with amendments, before the expiration of 3 months from the date of mailing 
of Form PCT/ISA/220 or before the expiration of 22 months from the priority date, whichever expires later. 
For further options, see Form PCT/ISA/220. 
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Box No. I Basis of this opinion 

1. With regard to the language, this opinion has been established on the basis of: 
1^1 the international application in the language in which it was filed 

a translation of the international application into , which is the language of a translation furnished for the purposes of 

international search (Rules 12.3(a) and 23. 1(b)). 

2. With regard to any nucleotide and/or amino acid sequence disclosed in the international application and necessary to the claimed 
invention, this opinion has been established on the basis of: 

a. type of material 

| I a sequence listing 

I I table(s) related to die sequence listing 

b. format of material 
| | on paper 

I I in electronic form 

c. time of filing/furnishing 

| | contained in the international application as filed. 

I I filed together with the international application in electronic form. 

I I furnished subsequently to this Authority for the purposes of search. 

3 ' CH & 1 addition, in the case that more than one version or copy of a sequence listing and/or table(s) relating thereto has been filed 
or furnished, the required statements that the information in the subsequent or additional copies is identical to that in the 
application as filed or does not go beyond the application as filed, as appropriate, were furnished. 

4. Additional comments: 
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Bos No. V Reasoned statement under Rule 43 bis.l(a)(i) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

1. Statement 



Novelty (N) Claims U35 YES 

Claims NONE _^ NO 

Inventive step (IS) Claims 2M5 YES 

Claims .N2J) N O 

Industrial applicability (IA) Claims N35 Y ES 

Claims NONE N O 



2. Citations and explanations: 
Please See Continuation Sheet 
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Box No. VIII Certain observations on the international application 




The following observations o: 
supports" 

CIaim i M iS iSf n ^ d ,| to ! , Und I f r t fu 2 lt )(V) 33 !f cl ? ng ° larity under PCT Micle 6 because claim 3 is for the following 

i(s). it is not dear what is mtended by the term "substantial portion". For example, is it applicant's intent that 5 1% is a 



example, is it applicant's intent that 51% i 

Sa^V ? h° C f ^ Und | er ^ RUl f fu { a u )(V l aS la0king C,arity under PCT ^ 6 because claim 6 is ^finite for the Mowing 
reason(s): it is not clear what is intended by the phrase " substantially the same lime period". "towing 

fnn! ?JJ* ° bjeCt ' 10 f ^ ^6 clarit * under p CT Rule 66.2(a)(v) because the claim is not fully supported by the description The 
Z *Z ' t TT^, d f d no ' d ? cribe: ^ ™ AC ^ibitors encompassed by the claim in sufficient deTau soS demonstrate 
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In case the space in any of the preceding boxes is not sufficient 



V. 2. Citations and Explanations: 

inhibitors and histone deacetylase inhibitors mk^XS^Z^T T A,th -ough both EGER 

reat an EGFR-resistant cancer with an inhibitorof ECTR FtSS £ nTJZ m >*»*®* would not be motivated to 
miubitors would be effective m enhancing *e eS 

combmat,on of an EGFR i^ftitor and a histone deaceS 

inhibitors and histone deacetyiase inhibitors are knWbuto 22 ^ uSTJST 'Z *l conce P tb ^«*> both EGER 
discuss the efficacy of ZD1839 [gefitinib; Iressa] a sXivl o^lS fn^f ■ ^ treatment of For example, Baselga etal. 

(Abstract). Gefitinib was adminbtered ^doJtiS^mTZ^^^^TT 01 ^ different **** ^ es 
histone deacetylase represent a new strategy b lZSS?A Monneret discloses thatirj/bition of 

histone deacetylase inhibitors are used to Sat c^TiTr exanTe MSllThL ^ "$7 m cMcA Mais whereta 
275 was used to treat patients with refractory so Z m I ex ™P)e, MS-275 has reached phase II clinical trials. In a phase I study MS- 
2tolO mg /^ 

histone deacetylase inhibitor. The claims lack combination of an EGER inhibitor and a 

known in the art as agents useful in the Ireatme™^ Stefan e rit EGFR 'nhifetors and histone deacetylase inhibitors ar- 
administrate of active compounds for the *£^mJ£^1±^ V? ^ acsnti ^ combination comprising co- 
ovogenesis (Abstract). Specifically, the nSiSl^f Proliferation, migration or apoptosis of myeloma cells, < 
and at l ea t one f urther cllemolllerap ^ utic S^ft^^ oonvrisingmtaWstering aprotein kinase inhibitor 

| BH3£IJjnd4iaReAJJ^lS9l' Th P . /Mi t ^ „ h }^f^ J L "" " 2JtQ01 inhibitors are explicitly disclosed atpage 2, f [0050]- 

Form PCT/ISA/237 (Supplemental B^^m^^^^^ ^ ' " Wmhmm ^ ^ ^in kina se iii liib itrxincJudes^ 
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